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2^ ^ nl- i^l-fe W 

5. 1 

Aj-SjLEBj-Pl, ^-7}^, %A>^«§ § A^E^u} « f ^ , ^l^f 
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^l^Be^^l^ ^M-tHHAn inorganic acid salt of sibutramine} 

44\H *°14. 
4\H 3W4. 

44*1 #°]4. 

^ ^l^-Ber^l^ -tiff zls] 42:^ £ :i* 

s s.^$= ?M4. 
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(Neuropharmacology, 28, 129-134p). a|«-h^^- #7 r A|^ ^ 

*fl ^lf 1 * Int. J. Obesity, 19, 145p; Brit .J.Pharmacol . 114, 388p). 

^l«. B& ).n]o| 0.°.^ -g-i^ °3^H1 ^ 2098602^^11 7l^£]^ flo.^, 
^tgS} ^15. -§-£^ PCT ^)lW088/06444Jli 7l7flsH jftjl, 

*\S. -§-£t7 *fl4939175:M 7)?%Z\o) $X^, ^l-S-^ 

^^S] -§-£tt *H39783l:M 7];<|)sl°l flu, 2. 

PCT#€tt *flW095/20949:M 7]7.flsH $4. 

-g-*|)5i, (2) tMHJ, (3) ^ (4) *<M1 *ll*§i>-S3 7V^aJ4 
t-e}W3°J 71 ^MMjH^ W. 

A>0.5.^-Bl <* ^ el6) ]olE j 6H]Efl0lH ( AH^l 

°-] °JM3. A>-g-l ^ <£4il tfl^oHJ- i^^-il ^ 1990-0000274ofl 7flAlsH & 
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94-8913^^ Al^E^nl <§A]-<g^. oj^-i-o] ^EflS. *)l2:SHr ^-f°fl ^HMl . ^ 
^1 ^ 4€- -fr*^ ^1^1 3^ ^#-§r <r^H *r &&4^- 

7l*fl*U &4. Al»B^ ^l^H^J <g o)^ 

*l7i4 -g-ofl, #4 -§-"11)4 3#a1^o. 

7] >LV-g-ofl ^112:^4 Al«-H4^1 3^ TTft 

tt ^ ^s-g-^l &4. SEtb, ^l-f-HeK! 

1-8- P H 1 - 7.4<H]^S] -§-*|]£7> tilH^ #7] nflS-ofl, « ^l-g-f-^ £°J7] 

^4 -f^tb -g-«fl£l- A^. ^-^r a^ji &4. 

<*£r 7flite>al^l- <g^# 7] -ft!: ^4, -¥-7lA><g (inorganic acid salts) 

^# ^1^H4^1 SKK 1 ^ ^ A]«-H4^ tif-Aj-^ol i-ofl 
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<u> £ 1^3 Al^-B^nl %A_H^<g ; HfA^ H-b ^^#^r 

«*Kr ?M4. 

<12> £ i #7] A] JjLEeJ.nl %A>^<g _ £ ^ OIAJ. 

itf-i- 3tb W^i-* «*Rr 3M4. 

<14> ^EflSAi. 4 OT£ Al«H^oJ ^Al^Oj ( Al«-H^P] WfA^ 

3 Al^-H^ °l^Aj Al«H^ D J ^7lAV«§ f^OflAi A}^£|^ 

aI-^-e^o] ^-7lA>«(sibutramine inorganic acid saltH 



30-8 



1020050001405 



4*i <r 5*4. 




X = HS0 4 , Br, H 2 P0 4 ..H 2 0 

g-igojH 4-§-*Hr *14H4 n J£ 4^H 

£ g-igo|| Ctf-g. A]3fH£K! ^1"^: A.^jI % 

^^fi «1*H *M14^, 

1.2, pH 4.0, pH 5.3, pH 6.8, pH 7.4^ £*-fr«J|«1H ^ 4 10«fl 

* 44^4. ^71^1 ^7l^^#^ 10%, 75%, 90%^ #tfl^£ 

60t3 £H<*H vm ^°14, £3}- 
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cK^ o^ofl A}-g.slji SJo.^, ^-7l^o.S. A>-8-^]^ o>^ol og^ € S^oj 

<20> £ Al^-B^^l ^-71^^ £^ «113<8^ ^ ol^, 1^ 

tg *gEfl°l Al^-H^ ^7)A>^o) V)^.^, «i«^o] o>;g^ #^^oflAi 

<2i> £ 4^ £ ^-Sr #7) Al«H^ D J -¥-7lA><gS} afla^SH 

A> A^S]^ ^-71^ ti>-g-Al7|^r &m £^*Hr Al-^-H^ ^7lA}<g^ 

^ #-§-4 14 £4. 

11 
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2,140mg/kgoH, M^nl, #^-Ef#, ^4pHa1 4 

6.50. 12.18, 12.38, 12.58, 13.06, 14.00, 16.76, 17.04, 18.06, 19.68, 20.32, 
20.63, 21.34, 21.82, 22.28, 22.54, 23.32, 24.50, 25.80, 26.42, 28.24, 28.64, 
29.28, 33.34 °J $tf. 

BW£ tf-g- «H-^ 24 24. 
2] 




£-§-M ^-71 ^^-Hfloll^i LDsoCmouse, 3 

2,700mg/kg<>H, A]tS£t, ^iSS^M*. ^i^*, g^E^l, 
iafef^l ^-4 4^5] ^^f-ofl a>-§-s)jl #4. 7-^)^0^., 01^$ av-g-^ 24 
141-^1 ws.A].«o. x ^ l/l 0 ^200^1 3*3 2 
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93 ^H*M 6.96, .11.48, 13.88, 16.64, 17.14, 18.14, 19.68 , 20.92 , 21.32, 
21.86, 22.16, 22.86, 24.30, 26.16, 26.40, 27.42, 28.06, 28.32, 29.52, 31.58, 
32.94, 34.54, 37.42, 37.82 °1 ^^.S. 

* 34 m. 

[<hW 3] 




l,530mg/kgoH, #?14*M4!, scflo], c]£s|BWH, nOBSnlt^, 

3 ^4f-°J 13*8 X-a I/Io ^200^1 2 

63 s|a?jt 0 ] 7.66, 10.68, 11.06, 11.50, 14.46, 15.40, 15.74, 17.22, 17.84, 
18.08, 18.98, 19.68, 21.18, 21.50, 21.88, 22.84, 23.18, 23.62, 24.42, 24.72, 
25.98, 27.52, 28.38, 28.64, 29.28 <& ^ 2.3. W. 
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^7] -g-nfl Al^E5|-nl 1 t^ofl tfl*H 4K> 1 ^fl*l 2# 

<£, ti>^*>7l)^ 1.02 -S^W 3*1 1> * 37l"*M 

^ ^ ft*.*], -5 vfl*l 40t, w>^*>7fl^ 20 vfl^l 30TC3 #-§-£;E°lH 0.5 
5 Al^V, ti^^l^r 2^1 3^1 7_> ^-g-A]^ ^ sac}-. 

#714 £ *)1S#1H ^*H, ^Jf-H^^ 90.0% 

°]W 4*4 99.0% olAj-o} ^ $44. 

^■7lAV<g^- ^lt^o.^ *J-g-7}^$ s\*A4 Si^r #*f|f- £^«Kr til^-i; *j£ 

£ ^6j| 4^. Al-fH^^l ^7l^^r Iffb S 

9X°)*\, 4S*4«: MS^fe ^ M°H. ^ ^^.5.^ 

#31. 4^*11 JMi* ^4 4£ 3*04*H 
^lst *r SL2^. °H 4-§-4tt 3 TO #3), 4*M1 £^ ^2114 ^3]S.tt 3 
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<38> 2^i"3 S*«H l°fl^Sl Al^-H^ ^-71^ 

<g£- 2-8 # 250^-^1 tfl*M 1 50 f^-f* Sfsfc ?H W>^^^>4. 

3J-*W Al^eel-^ -¥-71^ lOmg^l-^-H^ 1 ?! ^-^7l§), *H 

115mg, nS.SL^ 115mg, 5mg ^ d>^^1^ £*W3H 

H 5mg* ^12:^ ^ ^4", 3^«1fc 

<40> -fl*H 

<4i> £ ^oa^^a SKHr^. il^tf* 

^ 3^3. 3 £3-3 ^ 
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£^ ^71^4 #4*11-1- all 2^314. 

^ »1 90-002745:^1 7]7M 44 ^l-^B^ 1 ?! 

^^^tt *H2*}$4. n£ 4-1- tfl^^^l ^JL 7(194-089133.^ 7l*fl€ * 
4s}, #7HH *H2€ Al^m^ <3#<3 ^5}!- I0g^ HOmL $ 

# 1.2mL4 Hl-f- -§-*fl*l?l 4-5-, -§-^# l^l(hot-filtration)«>jl, -g- D fl 
80mLl- *fl7i*H ^4 #4^4. <^4*U ^€ jlflfl- 

* o}3]-sH ^4$ ^, ^ f^H 22*14 ol 195 T?°] 3^4 2 S1 
9.2g(^: 87%)* t^}$4. 

<44> 43*141 1 : Al^M^?1 g&g^ 

<4 5 > Al-^H4^1(17.1g, 0.061-)* l50mL4l -g-«fl^4. 

25VS. 2*3$ ^, 6.0g* 4^ 50mL^.S. 44$ * 

£34 4H§€4. -§- 6j l* 25t«H 24 # a^ji, 4X^14 14# 

H*}:4£4. ^€ al^l- 444^, °H1# 30mlS >H134£4. 40TC4H 
^ 3244 -3-4 * 21. Og Cr*: 91%) 1- ^4#4. 



<42> 
<43> 
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la i] 



1 

^4i^(Ci 7 H28ClN04S) 


^(%) 




C:54.35, H:7.68, N.3.82, 0:17.00, S:8.58 




C:54.03, H:7.47, N:3.71, 0:16.93. S:8.48 



<47> -g-^(DSC) : 212.8 "C 

<48> VnMRU, DMS0-d6): 8.39(1H, br, s), 7.54~7.49(4H, dd), 3.75(lH,t), 

2.83(3H,d), 2.5C2H, d), 2.33(2H, t), 2.13(3H, d), 1.90(1H, m), 1.70~1.67(2H, 
m), 1.40C2H, m), 1.00(6H, t) 

<49> ^aHI 2 : Al^MBl-ql ti^V<g^ z\]3i 

<5o> Al«-B^(28.0g, 0.1-t)* ^l«M]Bfl^B 280mL<^] H^H -§-*fl*}£4. 

£ojio| 251CS 3s 47% 17.2g# >*H*1 ^^WS $ 

33. lg 92%)* ^*>34. 
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IS. 2] 



€^^-^(Ci 7 H 27 BrCIN) 


£4K%) 




C:56.79, H:7.77, N:3.89 




C:56.60, H:7.54, N:3.88 



: 212.4 r 

l H-NMR(6, DMSO-d6) : 8.6K1H, br, s), 7.60~7.48(4H, dd), 3.80(lH,t), 

2.83(3H,d), 2.50C2H, d), 2.32(2H, t), 2.20(3H, d), 1.90(1H, m), 
1.77~1.68(2H, m), 1.39(2H, m), 1.00(6H, t) 

<54> ^Al^] 3 : $HV<3 

<55> Al^Eej-oi i 0g # ofll lOOmLofl SH&sH -§-*fl*}$4. -§-^3 

^5.1- 25"CS. S^t!" ^ , 85% 4.13g^: °fl*|oHNHH. 30mL°-S ^ 
^7H}^4. olltoHlBl|olH 50mLl- ^71-5. ^7R> ^, *H*I ^o] ^£cf. 
tiV-§- -§-<*»-§; 25t:«fH 2A]# 5L^>^4. ^4^, <=»fll 6 Hl 

BflolB 30mlS. A^^cf. <^4^ a1«-hbK! TTft <H1 e)] 

s 120mL, ^Hl^- 50mL, # 1.5mL* 7>tb ^, 20 30V°\]*\ 18*}1} M# 
^ oj^cf, ^ ^S^H 12. 8g (^r#: 90% 



<52> 
<53> 
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IS. 3] 



^^^(CuHaiClNOsP) 






C: 51.38, H: 7.69, N: 3.50, 0: 19.62 




C: 51.58, H: 7.89, N: 3.54, 0: 20.21 



-§-3 : 174.1 "C 

'H-NMRU, DMS0-d6): 8.14(1H, br, s), 7.38~7.30(4H, dd), 3.14(lH,t), 

2.5K1H, d), 2.45(1H, d), 2.33(1H, m), 2.22(5H, t), 2.18(3H, t), 1.90(1H, 
m), 1.67(1H, m), 1.56(1H, m), 1.19(2H, m), 0.95(3H, d), 0.89(3H, d) 
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iS 4] 





^) 




Al^H^-S-S*! 10 mg 




115 mg 




115 mg 




5 mg 




5 mg 



<63> 5 : Ai-¥-sei?i a**>q» IMs 

iS 5] 









A]Jf eej.ijj 10 mg Sfl 1 ^ 




115 mg 




115 mg 




5 mg 




5 mg 
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IS 6] 









Al4-B^ o.S.A-1 10 mg 




' 115 mg I 




115 mg 




5 mg 




5 mg 
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is. 7] 







75% 


90% 






3«J* 






0.02% 


0.02% 


0.01% 


0.03% 


0.03% 




0.09% 


0.09% 


0.09% 


0.08% 


0.10% 




4.25% 


4.24% 


4.25% 


4.25% 


4.26% 




5.5% 


5.49% 


5.5% 


' 5.5% 


5.49% 



<75> 8 : Al^-B^?! ^7l<33 4M5L *m 
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IS. 8] 









■8- "l\ 


(mg/rol) 


(mg/ml) 


(mg/ral) 


(mg/ml ) 






285 


32.78 


38.86 


26.18 




pH 1.2 


333 


15.43 


23.92 


13.36 




pH 4.0 


333 


13.64 


95.42 


9.58 


37TC°fl 


pH 5.3 


400 


8.96 


78.54 


6.58 


pH 6.8 


370 


25.08 


34.55 


23.14 




pH 7.4 


400 


12.41 


120.25 


9.20 





<78> ^71 S 841 44^ 43 2*1. 4*** pH3 A 1"B 

^ %^H^°J « °J^*J tt^^M -§-*fl^7> Al^Ee}^} «]*ojAj<g<q -g-*l}5L4 
iLSte "fl W*l W€ 24# <r &°i4. 33 ^43- 

iLXM- «fl «*l-§~t A]«He}°l *Jtf*J °J^5*f-.!iL4 -f^rf 3*14 41 

*€4. . 

<79> ^Aldfl 9: Al^Hgfcgj g^ai^ Q>^^ Xfl 

<80> 1, 2 , 34H *3i1ir Al^-B4^1 ^7lA>Oj £ A]«E^u] 

2}-#^ 7>*|jI, 60t4W 7HH^ ^A]^O.P^, ZL X 94] -2l4*BS4. 
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IS. 9] 





i 71 


1 ^ 


2 * 


4 * 




1.000 


1.000 


0.999 


0.999 




1.000 


0.999 


1.000 


0.999 




1.000 


1.000 


0.999 


1.000 




1.000 


1.000 


0.999 


0.999 



HPLC M 4£4 £#4: 

3#7|: ^£(^4^ 225nm) 

igig: ^-Ej-cfl^ ^e)7>l C18 (4.6ram x 150mm, 5pan) 

^^^#a%-(0.05M,<0#i>3. pH 6. OAS. ^):oHl£u)E^ 
= 35 : 65 
■fMr: 1.0 ml/£ 

a 9<H1 44^ 44 Al^-H^ 1 ?! "7]^^^ a1«-h^dJ «gxj.<g 

#4 601C°IH4 7HrAl^o)H ^ ^3-7} Ti^ 44*1, *1^-B4 
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<83> 
<84> 
<85> 
<86> 
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£ ^lc|^fe ##3^ ^ A H1 1. 2, 34H A]Jf 

eej-n] ^7)AV<g4 Al«LHe|.oi -a^l-^- 25X^*1 ICH guideline^ ^ 

[S. 10] 



Ajff<3 


2:71 


1^ 


2^ 


4^ 




1.000 


1.000 


1.000 


0.999 




1.000 


1.000 


0.999 


0.999 




1.000 


1.000 


0.999 


0.999 


«gA_><g <a^# 


1.000 


1.000 


0.999 


0.999 



#71 £ 1041 *«>1, Al-fBe^i ^l^^ 3 
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Jl^] 
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3|-*M 1 




X = HS0 4 , Br, H 2 P0 4 ..HjO 

2] 

*|11M X-S fllW^ 29^1 6.50, 12.18, 12.38, 

12.58, 13.06, 14.00, 16.76, 17.04, 18.06, 19.68, 20.32, 20.63, 21.34, 21.82, 

22.28, 22.54, 23.32, 24.50, 25.80, 26.42, 28.24, 28.64, 29.28, 33.34 91 

3] 

XUM SW, X# 29^ sqaStol 6.96, 11.48, 13.88, 

16.64, 17.14, 18.14, 19.68, 20.92, 21.32, 21.86, 22.16, 22.86, 24.30, 26.16, 

26.40, 27.42, 28.06, 28.32, 29.52, 31.58, 32.94, 34.54, 37.42, 37.82 9l 
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4] 

Si^H, X# S^fc^H*! 2G^ s}=L&°] 7.66, 10.68, 11.06, 

11.50, 14.46, 15.40, 15.74, 17.22, 17.84, 18.08, 18.98, 19.68, 21.18, 21.50, 

21.88, 22.84, 23.18, 23.62, 24.42, 24.72, 25.98, 27.52, 28.38, 28.64, 29.28 

^HJ °-3. Al«-B^ n J <y^-t-. 

5] 

sJ-«H 1 




X = HSO«, Br, H z P0 4 ..HiO 
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[St 1 * 6] 

3**3 13 -¥-71^^ g ^]*3-°S *)-8-7>^* 

fl^N Hfe #313- **| £**fe ?J ofl** *M*3 

**4j 1 




X = HS0 4> Br, H 2 PO,..H 2 0 



[St 7 -* 7] 

*H6*<* $x°] a ] , ^#*n 4^-5.5. ^1*3 
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151 3J 
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